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DESCRIPTION

Quirsding is an astimaladal schizoaticide and an
antiarrythinc agent with class 1a activity: 1 is the
d-isomer of quining, 314 s molecular weight is 324 43.
Quinidine potygaiaciuronate is 3 polymer of guiniding
and galactironic acid. its struchwal formulz is

mmnmms

I‘m Ceflyglz-Hallln. The molecular weight
ier 5 636,58, 0f which 60.49% IS quincine

mhlane IS & Creamy wivte, amor-
MMWmeammmsnl
uble In hot 40% ethanol, Each CARDIOOUIN tabiet
mmsWummmm(lﬁﬁwm
mm} the inackve ingredients lnciude com

CLINICAL PHARMALOLOGY
Pharmacokingtics sad Matabolism: The absolule
alabiity of CARMOOUAN s

$01he increased volume of distyibution seen in crThosis
540 @ propor i IRCrease in the ek half-
Kie.

Mast quinidine is elimiaated hepatically wa the action of
cylochiome PASOuas: there are several different
hydroiytated metabofites, ang soma. of these have
niarrnthimic aclivity.

The most imporiand of guinidine’s metatobles Is 3-
Irpdrooy-nuinicine {3H). Serum levals of which can
approach thase of quiniding in patients meceiving con-
vedional doses of CARDICOUIN, The volume of distnb-
ution of 3HQ appaars. 0 be larger than that of quinidine,
and The esmination half-iife of 3HQ is 350wt 12 hours.
As measwed by antiarsbythmic etfects i animas, by
O3 profongation in human volurteers, o by various o
witro echmiques, 3HQ has & teast hall the aiarrhyth-
i activily of e parent compound, 4.kt may be
mmimimnwﬂmmofmaﬂemd
in civonic use.

wmmmynusussnmfmmmm

istered quiniding appears unchanged in the urie, but
s fraction: trops 10 as fittle as 5% when the wine is
more alkgine. Renal invoives both glomery-

{pti-dependant) fubular

clearance is Aot 1 ML in healthy aduls,
Whes renal function i taken ik account, quiniging
clearince is apparently independent of gratient age.

Assiyy of serum quiniding levels a widely avaitable,
but the results of moderm 255ays May Mo bé consistent

55373 Mgt Lmwediciably have
5 Much as two or thres times higher.
peulic™ Concamraion

{ashior. This may lead to increased venncuiar auto-
maticty and

mmrursamwm:s(seehnmm

mmmwmmmmummm « has

Fative inotropic activity, and & acts pesipherally a5 an
Dk (that 5. as a ator).

Clinical affects

Maintanance of sesx rhythm sfisr conversion from

+ #nidl tibrilation: bn six vials (pubkshed betwee 1970

and 1984 with a total of B§ patients, quinidine (418
Mum)wascnmpamnomunnemtzsspmms)
o placebo (732 pabents) fo the mainfenance of sinyg
rhythm atier cardioversion from chromic atrial fitwika-

tion. Ouinidine was tonsistenty move efficacious in
nmmnq sinus mythim, but 2 meta-analysis found
that mortalfly In the quiniine-exposed patients {2 9%)
was significantly greater than mortalty in the patients
who had not been trealed with active grug {0.8%).
Sunpressmn of irial fioritation with guinidine has Ihao—

retical patierd benefils (e.g., improvad exercise doder-

mmmmimsmmnunfmcamversunhck
ofilmmmuemdpﬂ:hﬂww
paiy; reduced incidente of systemic smbolsin andor
stroke), but these benefits have never been

: CARCIOQUIN
|sﬂsnndcamdiorltnswusaunn?wmm oocH-

Inadar achycarda, that in the juigment of the physi-
u‘mmm-mmw' . Because of the
effcts of quiniding, i use with ventncukar arthythimias
nﬂessersewenlykumﬂynmrmmuued ind

proantythimic.

P efiects: Liket many other drugs {includ-

lrmmolpmmmm
maure contractions should be avaided. Wherepnssibu

therapy shiukt be puiied by the results of programmed

electrical stimuation andsor Holter monitoring with exer-

ciw.

Amiarthythmic drugs (including CARDIOQOUIN) have rot

bésn shown Ip sahance survival in patiems with ven-

trcular arrhythmias,

CONTRAINDICATIONS

Oumidire s £ontraindicated in patients who are 4nowe

@ be alergic to i or who have developed

iepenic pwpumduﬁmwmmwmmmm

qQuinine.
In tha absence of a functioning artificial pacemaker,
mdnens

ed in clinicat trlals. Some of thes benefits (e.g., reduc-
tlon in stroke incidence) may be achievable by dther
means (anticoaguiation).

Bywmnmmwmnmmm fuHniding
can decrease e degroe of

supravnicUt Wsesm.ﬂmm
durtsit by the strioveninculy node, 2 resultant
mmsmuhmmm(mm)

Nos-ie In stud-
ia5 of patierris with a variely of vemricular arthythmias
{mamiy frequent vemricular premature beats and non-
sustained veniricular lachycarcta) Quinidine (fotal
H=502) has besn W Tecartide (N=141),
mexiigting (N=246), propafenone (N=53), and
Tocainide (N=| -67). In ach of these studies, the mortal-
yinme roup was numerically greates than
the momlilyh the Qroup. When the stidies
mrmmad in lrrm-analysis Quiniding was asso-
clated with 3 statistically signfficant thresiol refative
figk of death,
Al therapeutic doses, quiniding’s only consistet etiec:
Imonﬂleswmm«mmmsmmmsemﬂw
QT intarval. This proiongation can be mondtored as 2
fuide to safely, and it may provide better guitance than
sanm mnu Jevels (s0¢ Wamings).
WDICATIONS AND USAGE
of atrisl MiseiiationTh

I patients with
whkse

are not adequately coninotied by measurss that reduce
he rate of ventricular response, CARDIDOUAN s indicat-
ed as a means of restoring normal sinus. ythin, § this
e of CARDIOOLIY does not restore sinus riythm
within 2 reasomable time (see Desags and
Mthldinl] CAADIOQUIN shoukt be discon-

mmumummwirnnmwm
tionNutter: Chronic therapy with CARTHOGLAN s indi-
caiad for 50me patients at highisk of synv : *atic air-

Ouinidine  tloarsmce iypicakly procesds at 3-5
ifi adults, bt cloaance In chidren may be
or twee imes. as rpid. The eimination hatf-Be is

a qenerally patients who iz .,

frequent and paorly lolerated as (o outweigh, in Ihe
judgment of the physician and the patient, the risks of
tolacth with CARDICOUIN,. The irreased

Quinidne profengs the OT interval In a dose-ralated

fisk of deatr should spacifically be consicered. CAR-
DIOQUIN shouid be used only afier alternative measures
(2.0, use of other diugs o costrol the vemricular rate)
have begn found to be inadeqiiate.

In patients wih histories of frequent symptomatic
episotes of atrial fikiationAutter, the goal of Brerapy
shoukt be an ingreasé in the average fime batween
episodes. n mast patients, the tachyarriythmiz wil
8¢ Guriny therapy, and a single recinTance should not
e interpreted as therapeutic aiure.
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hosp with myasthenia gravis, might be adversely
affectad by an antichalinerpic agent

WARNINGS
Mortality:

Ing all pther class 1a antiaminythmics), quinkting pro-
iangs tha O, irterval, and this can leaco lovsades de

: Because quinidine opposes the st and

poinigs, 3 e " {see
nnnbsm] Therskndm-saduuwusedbymy
and

mmmnlevelsnimmae but & may appear in the
absence of any of these risk tactors. The dest predic-
¢ of this arrhythmia appears 1o ba the length of the
Q3 imerval, and quinktine shoukt be used with
extreme cane i patients who have presxdsting long-0T
SYMromES, wino have hislories of forsadas o poinles
of any cause, or who have previously responded to
Quiniding (or ather drugs hat praiong vertricuar mpo-
larization) with matked lengthening of the O, inlerval.
Estisation of the inckdence of fiwsades in patients with
therapeutic levels of quinidiog |s not possitle from the
avallable data

{8.0.. mnsemdwismm
Mndelecls) mhms?mldbwsedm«m::au-

nmﬂmmu

Dther venricikar arftythiias that have deen reported ; . . Ver
with quinicing include freguent again by  quinidng
icular fitter, and fok- 0 by o

In masy trists of antiarrhythmic therapy for
non-life-threatening  arrhylhmiaz, mm
aatiarrhylhmic therapy has resulled in
imcreased mariality; the risk of aclive therapy
is probabiy greatest in palients with stryctur-
o heart disease.

i the case of quinidine used ls prevent or
deler rocurrence of atrial futier/fibriltation,
The betl available data come from & mwis-
analysis  described  umder  Clinical
Pharmacology/Clinical Edlects above. In the
palieats studled in the trials there analyzed,
the mortabity nssociated with the use of quini-
dine was more Than three times as great a6
the meriality associated with the uze of place-
be.

lllnlhll' tmeta-analysis, also described under

tently greater than thal sssociated with the use

Perhaps because of competition for the PAS0mM ineta-
bakc pathway, quinidine levels rise when isloconarole
i :

apy, using conduction-reducing drugs SUCh as oigialis,
verapamil, diks .

been auuculedmmﬂadshusmdemmshn
and bradycardia.

Phaimacokingtic contiderations: Renal or hepatic dys-
function causes the eliminalion of quiaidine 10 be

of any of a variely ol ahemati ¥
mics.
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medigiad by momiting
). & may il ba possible 10 aciieve
1 degived clinica deaeits in poor metsolizers,
Quinicine i not metabolzed By cysochroma PASDm,
bt Shewapactic sfum levels of quinkiigs inhibit
action of P450W06, off
wiensive metabokierg Ik poor metabollzers.
earcised wheneves quiniding IS
together wih drugs metabollzed by cylechroma

phatmacokinetics are als0 unaffected by ciyarette smok-
ng,
Infermation for paisats: Baiom prescriing CARDIO-
CUIN as propiTylnds agains! recurrence of atrial Bbrilia-
lign, $he physician should irsoem the palien of the rigks
and benelits to be axpeciad (see
Pharmacology). iscussion should iciuge the facts:
it the goal of thevag’y will be a reduction {probably
mmm)mnmwmmmmmw

~that no datz are avaiable b show that reduced is-
quency of fioriatory episodas wil faduce the isks of
inyversibla harm Ewough Stroke or death; and bn fact
that 3uch ks 25 W6 mvaiable suggest that et
ment with GARDIDOUIN i Bhaly ko Increass the
Palinot's wigk; Of gaath,

G Ap o fartilty:

Anil Sudies 1t evakrtn QUinGnY's THTNORG of

potents baen Siokiarly,

them ara no animal data 33 to quinkdine’s aolential o
i iy,
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In pediatric patients aduls, the
nown Gifferences bafwesn chikiren
ans adults {500 PRemmacekinetics amd Metabolism),
in these rials raceived e sama deses (on a
gl basis) AS s, -
and effectiveness of amtiarrhythmic use in chi-
dren haves R0t besn established.
AOYERSE REACTIONE

and tiarthed can Occu 35 isolated reactions f  OTF nderfying OT, tervals hve ot bosh ads- iDL, diltiazem, tharide diLreics) shouly be wih-
therspinti lovels of cuinikhon, DUS they may so be the  Quakly studied. Bocause o the theorétical possitikty deawn unless absolinely iguired.
first Skns Of clochenism, 2 syndrome that may aiso  JT-Armiongig effects thaf migix be adsitve to those o pacyar aun AnetMISTRATION
inciods revershle foss, ek, caher artaryfurics wits Giase | (SO0 e osape o quinids varies conslderaby depentng
daatrass, vertgo, Dimed vision, ol i, e, O Calss B dolites shoudd @005 50 the penery condtion and the cartiovaseot sute
vy gy fom s mast S8} be mvoided, Simitaty, aboogh e use ol e e, R R
oiten & S o Choe QUGN borcl, bl K may UM It Quinkins overdose has il been reportad, A ks !
e in patients. aiter 3 single modefa dose.  18asonablé 1o ,,pect that the o-blocking properbes of  Comvsion of alriat tiitation/Huttd: fo #isag frythm:
beetylkem migh Do additve to 1hose of quiniding, resull-  Epecially in with known sructural heart dis-
A fow cases of , iChuding ¥ ing in " i as of Other risk taclors for kudcity, Intiztion or dose-
have been reporied in patients receiving quin- £ post-cark T — thea adjustnent of treatment with CARDIOOUIN Shopd gan-
dane. Al of ese have aypeared cuig tho brst tew 1ROt s c erably b périonmed In 2 sating whes tacities 3nd per-
weaks of thecapy, and mast (1ot ) have remiied once prg-C B chonel tor momtoring and i0% are Cont
quinidheg s wihdawn, . yarmhunia wa {by debrition) lorsades: e podes W o abie  patinss with symptomatic aina) -
and et e, Mok 4nt brtlyku i uelbicly 10 be O ionyfuer shoukc be Ueate with CAREHOCUI ol afer
y . end othes I
with quinidine theripy have ncuded tever, uricana, ® ) st v ookl fe.g.. wib: Qi o &-blackers)
shig, iash, brunghosp P comong 8 0, ey 1431800 10 o slscry conol of s,
rash, prueitus and lymph BC anomia, andt Boukd be sought  Adequate Trals have nol idsndified an aptmal regumen of
vascilkts, romoocyiopenic , veills, anQioode-  out and f possibie] AQQressively coumcied. Prevenuor  CARDIOOUSN for conversion of atrial
he sicca anthiaigia, forsadss My requae sustaingd overdrive  SinuS fhytm, in Doe rported regimen, the patient fiust
Milgha, miavation in seum lavals of sketal-mustle  gacing o the gautious of 550 my: 333 mg of
Szymes, a digorder Systemic erythe- 130-150 ). of CARDIDGUIN every six hours, ¥ this regimen aas nol
matogus, and . Wat §s ot htmmaswlmsmes.mmm
Cowisions, agomhansion, and ataxis fave SN gus 1o an anfythma ' Buy 10 b8 4 congequence of 5 C2uI0usly inereased. 1, at any poi durlng
e 5o et b et s o T, 05 s s 5 0
resuts of dtypotension and consequent ceretval DYIK-  repletion of conral volume (Trendelenburg o - eakmant dration i thert kanger 2 500 (s, P
mﬂm.ﬂmmmmﬁsmtm sang infusion) nay e sifficlent . other Inter. waved or the patenl debsiops ltl::;m
psycholic seacions hava been seported to fokow the first 1 beneficial  this setiing mm"“”"’""’ P Apops S

dase of quinidine, bt these reactions appear 10 be
exiremely rane,

wost
gastroiesiing, inchiding diarhea, nausea, vomil-
Ing, and hear Ibrn/esophagitis. i ong Study 8! 245 adut
mmmwmwmmmm;swm
fuane ventr the inc

reported
advirse expanences wese as shown in the ible balow.
The MosE SeUS GuiniGing-associsted agverse reac- -
flons are gescribed above nder Waraings.

avalable, Immetite
vt g, Alter F Taidioversion, furthes treat
ment must ba guided by the length af the QT kiterval.

Quinidne- Jated vesticular with

+

than CARDIOCUIN is discontinved nd other means of

hwMan case report in wiich the eimingtion hall-ide of
quinidie In the serum was asparenly shortened by
repeated gastric davage. Activated charcoal should be
icided o an deus Is (resant th conventional dose is 1
panvky, adrinistered gvery 2-6 hours 3s 2 skimy with
Smi g of tap water.

renaé glimination of quinidiae might heorefical-
Iybé agcelerated by maneuvers to acidity the urine, such
franeyvers are potentially hazardous and o no demon-
sfalgd penefit.
Quinidine (5 20t wsefully remaved fram the circuiation by

Feltowing quinidine Overdose, drugs that detay ekmina-
tisd pf quinidine (cimelicite, carbonic-anhydrase

(€.0.. GRBCL-CUITEN CarBOVErSIOn) am con-

Therapy with CARDIOOUN should begin with ane tablet
(275 vy, 166 my of quinidine basel-evary six 10 sight
howrs. it s zgimen is we¥ loterated, it Bd serum quink-
dine dovel is St well within 8 (abatalory's.

range, ang It the aveiags Sme betwoen ay

500 ms, P waves disappear; o the patient develops sig-

|
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